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TITL E OF THE INVENTION 

COMPOSITION CONTAINING A PHENYL BENZOIC ACID COMPOUND 
AND ACETAMINOPHEN COMBINATION FOR THE TREATMENT OF 
PAIN AND INFLAMMATION AND PROCESS FOR PREPARING THE 
SAME 

BACKGROUND OF THE INVENTION ; 
5 Fie ld of the Invention : 

The present invention relates to a novel drug 
combination for more effective treatment of pain and in- 
flammation. 

Particularly, the present invention is concerned 
10 with the combination of (a) a phenyl benzoic acid compound , 
and (b) acetaminophen . 

Pain, along with erythema and edema, is one of 
the three major symptoms of acute inflammation. Further, 
it is known that pain, inflammation, and prostaglandins 

15 are interrelated. 

It is currently believed that prostaglandins 
(PGs) are released peripherally at a site of local in- 
flammation, and act to sensitize pain receptors to the 
action of pain-inducing mediators, whatever their origin. 

20 Not only the primary prostaglandins (PGE 2 and PGE2 a ) t 
but the endoperoxide intermediates (PGG^ and PGHj) as 
well, are involved. In fact, all of the oxygenation 
products resulting from the interaction of arachidonic 
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acid (AA) with prostaglandin synthetase (cyclo-oxygenase) 
must be considered potential pain-inducing agents. Thus, 
aspirin and other nonsteroidal anti-inflammatory agents 
(NSAI) have analgesic and anti-inflammatory activity due 
5 to their ability to depress the synthesis of prosta- 
glandins by acting on the cyclo-oxygenase. 

It is also currently believed that a destructive 
free radical oxidant released in the conversion of PGG 2 to 
PGK 2 plays a causal role in inflammatory processes , as 
10 well as in pain. 

The phenyl benzoic acid compounds of the drug 
combination of the present invention are good prosta- 
glandin cyclo-oxygenase inhibitors, and have a slighr 
ability to neutralize the destructive oxidant as well. 
15 Acetaminophen, on the other hand, while it has no 
significant cyclooxygenase inhibiting activity, is a 
potent scavenger of the oxidative radical. 

Surprisingly, the novel drug combination of the 
present invention possesses improved analgesia in the form 
20 of both more rapid onset of action, as well as in prolonged 
action. 

Reference is made to the following for a more 
detailed discussion of the above principles: Kuehle and 
Egan, "Prostaglandins and Related Mediators in Pain" , 
25 XIV Congress of Rheumatology , San Francisco, California, 
June 29, 1977; and Kuehl et al. Biochemical Aspects of 
Prostaglandins and Thromboxanes , Academic Press, pp. 55- 
74 (1977). 
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Brief Description of the Prior Art 

The phenyl benzoic acid compounds employed in 
the present invention are known analgesic and anti-inflam- 
matory compounds. See U.S. Patent Nos. 3,674,870 and 
3,714,226. And, acetaminophen is a known analgesic agent. 
However, the combination is novel and the more effective 
treatment of pain and inflammation obtained therewith was 
wholly unexpected. 

Acetaminophen esters of phenyl benzoic acid 
compounds, useful as analgesic and . anti-inflammatory 
agents, are also known. See U.S. Patent No. 3,892,769. 
However, these esters represent 1:1 molar ratios of the 
phenyl benzoic acid and acetaminophen components of the 
basic molecule; whereas, in the physical mixture combina- 
tion of the present invention, the acetaminophen is re- 
quired to be present in several times the amount of the 
phenyl benzoic acid compound employed. 

A eutectic mixture consisting of 63% aspirin 
and 37% acetaminophen is described in Japanese Patent No. 
18,232; and a simple mixture of 10 grains of aspirin and 
10 grains of acetaminophen is described in U.S. Patent No. 
4,049,803. While these combinations claim to produce 
increased blood levels of aspirin in the blood, they do 
not suggest the novel drug combination of the present 
invention. 

SUMMARY OF THE INVENTION ; 

In accordance with the present invention there 
is provided a novel drug combination for more effective 
treatment of pain and inflammation comprising (a) from 
0.5 to 50.0% by weight of a phenyl benzoic acid 
compound r and (b) from 50.0 to 99.5% by weight of 
acetaminophen. Preferably, from 6.0 to 50.0% by weight 
of the phenyl benzoic acid compound and from 50.0 to 94. (f* 
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by weight of the acetaminophen are employed. 

The phenyl benzoic acid compounds utilized in 
the novel drug combination of the present invention are 
selected from compounds of the general formula: 




5 vherein X (1-5) is halo, such as fluoro or chloro, but 
especially fluoro; X being on one or more of the 
phenyl carbon atoms; 
R^ is selected from the group consisting of hydroxy, phenoxy 
diloweralkylamino (such as dimethylamine) , dilower- 
10 alkylamino loweralkoxy (such as diethyl aminoethpxy) ; 

R 2 is selected from the group consisting of hydrogen and 

lower alkanoyl (such as acetyl, propionyl and butyryl) ; 
and 

R 3 is selected from the group consisting of hydrogen and 

15 methyl . 

Also included are the pharmaceutical^ non-toxic salts of 
the acids of the compounds of Formula I such as the ammonium, 
alkali metal (such as sodium or potassium) ; alkaline earth 
metals (such as calcium, barium or magnesium) ; amine; 

20 aluminum; iron; choline; glucosamine; S-methyl methonine 
salts, piperazine, diloweralkylamino lower alkanol, 
chloroquine and hydroxy chloroquine; the anhydride of said 
acids, the mixed anhydrides of said acids and 2-acetoxy 
benzoic acid. 
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Especially preferred phenyl benzoic acid com- 
pounds are those wherein; 
R^ is hydroxy, 
R 2 is hydrogen or acetyl, 
5. is hydrogen, and 

X is fluoro, 

X being on any position of the phenyl moiety when X is one 
fluoro group, but particularly on the 4 '-position; and 
where X represents two fluoro groups, particularly on 
10 the 2' -and 4 1 -positions . 

Representative phenyl benzoic acid compounds are 
as follows: 

2-hydroxy-5- (2 1 ,4 • -dif luorophenyl) benzoic acid; 
2-acetoxy-5- (2* ,4 ' -dif luorophenyl) benzoic acid; 
15 2-hydroxy-5-(2 , -f luorophenyl) benzoic acid; 

2-hydroxy-5- (4 1 -f luorophenyl) benzoic acid; 
2-hydroxy-5- (3 9 -f luorophenyl) benzoic acid; 
2-hydroxy-5-pentaf luorophenyl benzoic acid; 
2-hydroxy-3-methyl-5- (2 1 , 4 ' -dif luorophenyl) benzoic 

20 acid; 

2-hydroxy-5- (2 » -chloro-4 1 -f luorophenyl) benzoic acid; 
N,N-dimethyl-5- (2 1 , 4 f -dif luorophenyl) salicylamide ; 
g-diethylaminoethyl-5- (2 ' , 4 1 -dif luorophenyl) salicylate; 
phenyl-5- (2 ; ' , 4 ' -dif luorophenyl) salicylate; 
25 aluminum-2-acetoxy-5- (2 1 , 4 1 -dif luorophenyl) -benzoate 

. salt; 

aluminum- 2 -hydroxy- 5- (2 1 , 4 1 -dif luorophenyl) -benzoate 

salt; 

choline-2-acetoxy-5-(2* f 4 1 -dif luorophenyl) -benzoate 

30 salt; 

choline-2-hydroxy-5- (2 1 , 4 1 -dif luorophenyl) -benzoate 

salt; 
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sodium-2-acetoxy-5- (2 1 , 4 ' -dif luorophenyl) -benzoate 

salt; 

sodium-2-hydroxy-5-(2 1 ,4 1 -dif luorophenyl) -benzoate 

salt; 

5 2-acetoxy-5- (pentaf luorophenyl) -benzoic acid; 

£-diethylaminoethyi-2-hydroxy-5- (2 ' , 4 1 -dif luorophenyl) - 
benzoate; 

8-diethylaminoethyl-2-acetoxy-5- (2 ' , 4 ' -dif luorophenyl) - 
benzoate. 

10 Acetaminophen is represented by the followina 

formula : 




(ID 

The treatment of pain and inf lamination in ac- 
cordance with the method of the present invention is ac- 
complished by orally administering to patients in need 

15 of such treatment a composition having as its active in- 
gredient a mixture of from 0.5 to 50.0 % by weight of 
a compound of Formula I, particularly the especially pre- 
ferred compounds, and from 50.0 to 99.5 % by weight 
of the compound of Formula II, in a non-toxic pharmaceuti- 

20 cally acceptable carrier, preferably in tablet or capsule 
form. 

The non-toxic pharmaceutical carrier may be for 
example, either a solid or a liquid. Exemplary of solid 
carriers are lactose, corn starch, gelatin, talc, stearic 
25 acid, magnesium stearate, terra alba, sucrose, agar, pec- 
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tin, cab-o-sil, and acacia. Exemplary of liquid carriers 
are peanut oil, olive oil, sesame oil and water. Similarly, 
the carrier or diluent may include a time delay material 
such as glyceryl monostearate or glyceryl distearate 
5 alone or with a wax. 

Several pharmaceutical forms of the therapeuti- 
cally useful compositions can be used. For example, if 
a solid carrier is used, the compositions may take the 
form of tablets, capsules, powders, troches or lozenges, 
1Q prepared by standard pharmaceutical techniques. If a 
liquid carrier is used, the preparation may be in the 
form of a soft gelatin capsule, a syrup or a liquid 
supsension. 

The active compounds of Formulas I and II and 

15 of the compositions of this invention are present in an 
amount sufficient to treat pain and inflammation, that 
is to reduce pain and inflammation. Advantageously, the 
composition will contain the active ingredient, namely, 
the compounds of Formulas I and II in an amount of from 

20 about 1 mg. to 140 mg. per kg. body weight per day (50 
nig. to 10 g. per patient per day), preferably from about 
2 mg. to 70 mg. per kg. body weight per day (100 mg. to 
5 g. per patient per day). 

The method of treatment of this invention com- 

25 prises internally administering to a patient (animal or 
human), compounds of Formulas I and II, particularly in- 
cluding an especially preferred compound of Formula I ad- 
mixed with a non-toxic pharmaceutical carrier such as ex- 
emplified above. The mixture of the compounds of Formulas 

3 0 I and II will be present in an amount of from 1 mg. % to 140 
rag. /kg. body weight per day, preferably from about 2 mg. 
to about 70 mg. per kilogram body weight per day and es- 
pecially from 4 mg. to 10 mg./kg. body weight per day. 
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The most rapid and effective anti-inflammatory effect is 
obtained from oral administration of a daily dosage of from 
about 4 to 10 mg./kg. day. It should be understood, how- 
ever, that although preferred dosage ranges are given, 
5 the dose level for any particular patient depends upon 
the activity of the specific compound employed. Also 
many other factors that modify the actions of drugs will 
be taken into account by those skilled in the art in the 
therapeutic use of medicinal agents, particularly those 
10 of Formulas I and II, for example, age, body weight, sex, 
time of administration, route of administration, rate of 
excretion", drug combination, reaction sensitivities and 
severity of the particular disease. 

The more effective treatment of pain achieved 
15 with the novel drug combination of the present invention 

was evaluated in a bioassay designed to detect the analgesic 
activity of the combination. Since analgesic tests using 
intact animals are not sensitive enough to detect the 
analgesic activity of nonsteroidal anti-inflammatory 
20 compounds^, the analgesic bioassay employed utilized 

inflammatory sensitization procedures, specifically ad- 
juvant arthritis. Adjuvant arthritis induced in rats, 
the animals used in the bioassay, resembles rheumatoid 
arthritis in man with respect to the manifestation of 
25 inflammation and hyperalgesia. When the affected joints 
of rats with adjuvant arthritis are subjected to a gentle 
manipulation, preferably by extending the joint, the rats 
respond by squeaking, which is a definite and reproduci- 
ble sign of algesia. The ability of the tested compounds 
30 to suppress this squeaking response was an accurate 

measure of the analgesic activity of the tested compounds. 
Further, the anti-inflammatory activity of the tested 
" compounds played _only a minor role in the joint extension 



0017102 



- 9 - 16258 
analgesic activity of the compounds , because the adjuvant 

arthritis lesions were relatively tolerant to the anti- 
inflammatory action, and because the analgesic activity 
of the compounds could be demonstrated at very low doses. 

5 In accordance with the adjuvant arthritis bio- 

assay used to evaluate the analgesic activity of the com- 
binations of compounds of the present invention, young 
adult Sprague-Dawley rats of either sex are rendered 
hyperalgesia by injection of dessicated Mycobacterium - 

10 butyricum suspended in light mineral oil (Freund's adjuvant). 
The mycobacteria are ground in a mortar, suspended in the 
oil, and sterilized in an autoclave. Each animal receives 
0.5 mg of the bacteria in 0.1 ml of oil, injected sub- 
cutaneously through a 21-gauge needle into the distal 

l c third of the tail. 

The animals can subsequently be used in two ways 
for testing the analgesic action of drugs. The day after 
the injection of adjuvant, the tail is found to be sensi- 
tive to touch. Approximately 16 hours after the injec- 

20 tion, the experimenter tests the animals for the presence 
of hyperalgesia. This is done by holding the animal in 
one hand. With the thumb and forefinger of the other hand, 
the observer applies gentle pressure to the tail about 2.5 
cm proximal to the point where the needle has been inserted. 

25 This gentle pressure is repeated at 5-sec intervals. If 
the rat endures five such gentle presses without emitting 
more than one "squeak", analgesia is considered to be 
present and a score of + is assigned. Two or more squeaks 
earns a rating of 0, or no analgesia. Before being assigned 

30 to an experiment, animals are screened and only* those with 
the 0 rating are usea. 

The hyperalgesic animals are assigned randomly 
to drug treatments and one of the treatments is always the 
vehicle without the drug (placebo group) . When testing 
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the animals, the observer does not know which treatment 
an individual animal has received. Presence or absence 
of analgesia is determined at one-hour intervals for a 
total of six (6) hours after administration of the drug 
5 and one can calculate the ED 5Qf that is the dose required 
to produce analgesia in one-half of the animals. This 
entire procedure may be referred to as "tail pinch" 
.technique. Alternatively, an apparatus for applying 
pressure to the tail may be employed and the "squeak 

10 threshold" determined before and after drug. 

The adjuvant-injected animals, if left undis- 
turbed, develop severe arthritis which becomes especially 
manifest ir\ about two weeks. These rats also exhibit 
hyperalgesia and if the hind feet are gently manipulated, 

15 a "squeak" response is readily elicited in a manner similar 
to that described above by pinching the tail the day after 
adjuvant injection. This "foot bend" technique yields 
drug responses essentially identical with those obtained 
by the "tail pinch" procedure. 

20 The adjuvant arthritis analgesic bioassay des- 

cribed above correlates with analgesic activity in humans, 
since compounds known to be clinically active, including 
indomethacin, phenylbutazone, ibufenac, and aspirin, give 
positive, dose-dependent, reproducible results in this 

25 assay. For a further description of this bioassay and 
its significance, reference is made to Kuzuma and Kawai, 
"Evaluation of Analgesic Agents in Rats with Adjuvant 
Arthritis", Chem. Pharm. Bull . f 23 (6) 1184-1191 (1975). 

The data obtained from the adjuvant arthritis 

30 analgesic bioassay is summarized in the tables of values* 
below. 
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TABLE I , 

No. of 
Rats per 
Dose 



16258 



Number of Rats with 
Analgesia (hours after 

Administration 
1 2 3 4 5 6 



APAP xr 



100 
200 
400 



8 
8 
8 



0 
2 
6 



1 
4 
7 



1 
4 

6 



0 
4 
5 



0 
2 
2 



0 
1 
1 



Diflunisal 4 
8 
16 



8 
8 
8 



0 2 
0 1 
0 4 



1 
3 
6 



0 
1 
3 



0 
0 
2 



0 
0 
1 



APAP + 200+4 8 4 5 4 4 10 

Diflunisal 200+8 8 5 7 6 4 3 3 

200+16 8 3 4 5 6 5 2 



APAP + 

Dif lunisal- 



200+2 
200+4 
200+8 



8 
8 
8 



5 
6 
5 



5 
5 
7 



3 
6 
6 



2 
4 
6 



2 
4 
5 



1 
1 
4 



APAP 



25 
50 
100 



10 
10 
10 



1 
1 
3 



0 
0 
2 



0 
0 
0 



0 
0 
0 



0 
0 
0 



0 
0 
0 



Diflunisal 



2 
4 
8 



10 
10 
10 



2 
0 
4 



2 
1 
4 



2 
0 
5 



0 
0 
3 



0 
1 
2 



0 
0 
1 



APAP + 25+2 10- 12 110 0 

Diflunisal 50+2 10 4 5 2 1 1 1 

100+2 10 3 5 3 0 0 0 



APAP + 25+4 10 2 2 2 2 1 0 

Diflunisal 50+4 10 1 1 0 0 0 0 

100+4 10 3 6 6 2 2 0 



H APAP = acetaminophen 

fitt Diflunisal = 2-hydroxy-5- (2' ,4 '-dif luorophenyl) benzoic 
acid 
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Compound 



Number of Rats with 
No. of Analgesia (Hours after 

Dose Rats per Administration 

(mg./kg.) Dose 12 3 4 5 6 



APAP + 25+B 10 4 5 3 3 2 0 

Diflunisal 50+8 10 4 5 3 3 2 1 

100+8 10 5 8 8 5 1 0 



APAP 100 8 1 1 0 0 0 0 

10 200 8 3 4 4 4 1 0 

400 8 4 7 6 4 3 1 



Dif lunisal 


5 


8 


0 


1 


2 


1 


0 


0 




10 


8 


0 


1 


4 


4 


2 


0 




20 


8 


1 


4 


7 


7 


5 


4 


APAP + " 


50+2.5 


8 


0 


1 


2 


0 


0 


0 


Dif lunisal 


100+5 


8 


1 


3 


3 


3 


1 


0 




200+10 


8 


5 


7 


7 


6 


5 


3 



In order that the above data might be better under- 
stood, "portions of that data have been illustrated in the 
20 drawing accompanying this description. 

FIG. 1 is a graph of the analgesia data for 50 
mg./kg. of acetaminophen and 2 mg./kg. of dif lunisal, 
as weir as a mixture of these. These doses are relatively 
small doses. 

25 FIG. 2 is a graph of the analgesia data for re- 

latively moderate doses, i.e., for 200 mg./kg. of aceta- 
minophen and 8 mg./kg'. of dif lunisal, as well as a mixture 
of these. 

The data above, and particularly the graphs of 
30 that data, clearly show the improved analgesia obtained 
with the combination of phenyl benzoic acid compounds and 
acetaminophen, over either separate component alone. That 
improved analgesia occurs in the form of both more rapid 
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onset of action, as well as in prolonged action. Also, 
the improved analgesia occurs over basically the entire 
range of proportionate amounts of the phenyl benzoic 
acid compound and acetaminophen in the combination. The 
improved analgesia is particularly clear where the combina- 
tion of phenyl benzoic acid compound and acetaminophen 
provides analgesic activity at -dose levels where either 
one or both of the separate components alone, at the same 
dose level, provides no analgesic activity at all. Data 
showing this particular aspect of the improved analgesia 
obtained with the novel drug combination of the present 
invention is summarized in the table below, and is taken 
from the data set out in TABLE I above: 

TABLE. II. 



No. 
of 

Rats 

per 

Dose 



Time 
after 
Drug 
(Hrs. ) 



Dose (mg ./kg . ) 



APAP 



Dif luni- 
sal 



Percent of Rats with Analgesia 



APAP 
Alone 



Dif lunisal 
Alone 



Combination 



20 



25 



30 



35 



. 10 
10 
10 
10 
8 
8 
8 
10 
10 
10 
10 
8 
8 
8 
8 
8 
8 
8 



4 
1 
4 
2 
5 
3 
4 
3 
4 
3 
4 
6 
6 
1 
1 
5 
1 
1 



25 
25 
50 
50 
100 
100 
100 
100 
100 
100 
100 
200 
200 
200 
200 
200 
200 
200 



2 
4 
2 
2 
5 
5 
5 
4 
4 
8 
8 
10 
8 
4 
8 
•8 
10 
16 



0 
10 

0 

-0 

0 

0 
-43 

0 

0 

-0 

0 

0 

12.5 
25 
25 
25 

37.5 
25 



0 
0 
0 
20 
0 
25 
10 
0 
0 
50 
30 
0 
0 
0 
0 
0 
0 
0 



10 

20 

10 

50 
12.5 
37.5 

30 

60 

20 

80 

50 

30 

30 

50 
82.5 
37.5 
82.5 
37.5 
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The above data again clearly shows the more 
rapid onset of action and the prolonged action obtained 
with the novel drug combination of the present invention. 

In order to further illustrate the more rapid 
onset of action achieved with the novel drug combination 
of the present invention, the following TABLE III presents 
data from observations at one (1) and (2) hours after ad- 
ministration of the test drug in the adjuvant arthritis 
analgesic bioassay described above. 







TABLE 


III. 








Compound 


Dose 
(mg./kg. ) 


No. Of 
Rats 
per 
Dose 


Number of Rats 
with Analgesia 
(Hours after 
Administration 
1/2 1 2 


Total 
Positives 


Dif lunisal 


4 


10 




0 


1 


1 


APAP 


100 


10 




3 


2 


5 


APAP + 
Diflunisal 


25 + 4 
50 + 4 
100 + 4 


10 
10 
10 




2 
1 
3 


2 
1 
6 


4 
2 
9 


Diflunisal 


5 
10 


6 
8 


0 

0 


0 
0 


1 

1 


1 
1 


APAP 


200 


8 


2 


2 


3 


7 



APAP + 
Diflunisal 



100+5 8 
200 + 10 8 



0 1.3 
3 5 7 



4 
15 
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Another aspect of the improved effectiveness 
of the novel drug combination of the present invention is 
the unexpectedly enhanced safety of the combination as 
compared to the safety of the separate components alone. 
5 Measurements of the relative safety of the components 
and of the combination were carried out using acute oral 
toxicity studies in female mice. Randomly selected female 
albino mice (Carworth CF-1) weighing from 18 to 2 4 grams, 
and 6 to 7 weeks old, were used. The LD 5Q value for each 
10 drug was estimated from acute oral dose-response curves 
previously established. The following dose regimen was 
utilized: 



Group Diflunisal Acetaminophen 

I 100% LD- n 0 

15 II 75% Ld!J 25% LDc n 

HI 50% LD|J 50% LD*° 

IV 25% LD" 75% LD*° 

V 0 50 100% LD^° 

Both drugs were prepared as suspensions in 1% aqueous 
20 methylcellulose (100 cps.), diflunisal as a 2% concentra- 
tion and acetaminophen as a 5% concentration. The prepara- 
tions were administered by gastric intubation using a metal 
catheter attached to a springe. The various doses were ad- 
ministered randomly with 20 mice per group. Food was with- 
25 held one to two hours before and three hours following drug 
treatment. Water was available at all times. When the two 
drugs were administer ed,dif lunisal was always given first. 
The surviving mice were observed closely on the day of 
treatment and daily thereafter for a total test period of 
30 14 days. Body weights were taken pretest and oh days 7 
and 14. Results of the acute oral toxicity study are pre- 
sented in the following table of data: 
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: I 



TABLE IV 




Group 


Diflunisal 


Acetaminophen 


No. 
Dead 


No. 
Tested 


%LD 5Q mg./Kg. 


%LD 5Q mg./kg. 



I 

II 
III 

IV 
V 



100 


400 


0 


0 


75 


300 


25 


375" 


50 


200 


50 


750. 


25 


100 


75 


1125 


0 


0 


100 


1500 



14 
16 
5 
9 
16 



20 
20 
20 
20 
20 



IS; 
Si; 
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W HAT I S CLAIMED IS : 

1. In combination: 
(a) f rom - 0.5 to 50.0% by weight of a phenyl benzoic 
acid compound of the general formula: 




(1-5) R 3 



(1-5) * s halo? x bein 9 on one or more of the phenyl carbon 



5 wherein 
X 

a toms ; 

R^ is selected from the group consisting of hydroxy, phenoxy 
diloweralkylamino, and diloweralkylamino loweralkoxy; 
10_ R 2 is sleeted from the group consisting of hydrogen and 
lower alkanoyl; and 
R^ is selected from the group consisting of hydrogen and 
methyl; 

and pharmaceutical^ acceptable, non-toxic salts thereof; 
15 and; 

(b) from 50.0 to 99.5% by weight of acetaminophen. 

2. The combination of . Claim 1 wherein the phenyl 
benzoic acid compound is 2-hydroxy-5- (2 1 ,4 1 -dif luorophenyl) 
benzoic acid. 

20 3. A pharmaceutical composition for treating 

pain and inflammation consisting of an effective amount 
of the combination 

(a) from 0.5 % to 50.0% by weight of a phenyl benzoic 
acid compound of the general formula: 
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(1-5) 



wherein 



v is halo; X being on one or more of the phenyl carbon 

X (l-5) 
10 atoms; 

r is selected from the group consisting of hydroxy, phenoxy 

1 diloweralkylamino, and dilowera Iky 1 amino loweralkoxy; 
r is selected from the group consisting of hydrogen and 
lower alkanoyl; and 
15 R 3 is selected from the group consisting of hydrogen and 

methyl; 

and pharmaceutical!* acceptable, non-toxic.-_salts thereof; 



ana 



(b) from 50.0 to 9 9.5* by weight of acetaminophen as 
20 an active ingredient; together with a pharmaceutical^ ac- 
ceptable non- toxic carrier. 

» 

4. The composition of Claim 3 wherein the phenyl 
benzoic acid compound is 2-hydroxy-5- (2 ■ , 4/ -dif luorophenyl) 
25 benzoic acid. — 
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C laims for Austria 

1. Process for preparing a pharmaceutical 
composition for treating pain and inflammation, 
characterized by mixing together an effective amount of 

(a) from 0.5 to 50.0% by weight of a phenyl benzoic 
acid compound of the general formula 



10 




k (l-5) 



Inlii! 15 wherein 



X 



is halo; X being on one or more of the phenyl 



■|jr!]|j| carbon atoms; 

R<j is selected from the group consisting .of hydroxy, 

phenoxy, diloweralkylamino , and diloweralkylamino 
20 loweralkoxy; 

mm 

A^ji R 2 is selected from the group consisting of hydrogen 

and lower alkanoyl; and 
R^ is selected from the group consisting of hydrogen 
and methyl; 

ff.r 25 and pharmaceutical^ acceptable, non-toxic salts 

lit thereof; 

(b) from 50,0 to 99.5% by weight of acetaminophen 
as an active ingredient; and, if desired 
r (c) a pharmaceutical^ acceptable non-toxic 

carrier. 

2. Process of Claim 1 wherein the phenyl 
benzoic acid compound is 2-hydroxy-5- (2 1 , 4 1 -dif luoro- 
phenyl) benzoic acid. 
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